Remarks 



Claims 1-7 are pending in the application. Claims 9-12 are designated herein as withdrawn 
pursuant to a restriction requirement. Applicants expressly reserve their right to file one or 
more divisional applications with respect to any of the non-elected subject matter. 

Priority 

The Examiner asserts that the PTO has not been provided with a copy of an English 
translation of the priority document i.e. German foreign application 10258008.1-43 filed on 
12 December 2002. Applicants have requested a verified translation but have not yet 
received said translation. Applicants shall submit said translation to PTO immediately upon 
receipt thereof. 

Obviousness Double-Patenting Rejection 

Claims 1-7 were provisionally rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 1-10 and 15 of copending Application 
No. 1 1/567,410. The Examiner asserted that the conflicting claims are not identical but 
they are not patentably distinct from each other because the fluorine substituted 
compounds of claim 1 herein overlap with compounds claimed in the '410 application. This 
rejection is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Pursuant to MPEP §804, 

If a "provisional" nonstatutory obviousness-type double 
patenting (ODP) rejection is the only rejection remaining in the 
earlier filed of the two pending applications, while the later-filed 
application is rejectable on other grounds, the examiner should 
withdraw that rejection and permit the earlier-filed application to 
issue as a patent without a terminal disclaimer. 



Applicants respectfully request that the Examiner withdraw the pending obviousness-type 
double patenting rejection upon a finding that all other rejections in the instant case have 
been overcome. 

Claim Rejections - 35 USC §1 1 2 

Claims 1-7 were rejected under 35 USC §112, first paragraph, because the Examiner 
asserted that the specification, while being enabling for some compounds of formula (I), 
does not reasonably provide enablement for all compounds of formula (I). Applicants 
respectfully disagree with the rejection but, in order to advance the prosecution of this case, 
have amended the scope of formula (I) to one that Applicants assert is enabled by the 
specification. 

Claim Rejections - 35 USC §103 

The Examiner rejected Claims 1-7 under 35 U.S.C. §1 03(a) as being unpatentable over 
Ohsumi et. al. (U.S. Patent No. 6,815,428; Of record) in view of journal publication by Diez- 
Sampedro et al. 

This Office Action is non-final due to the new/modified grounds of rejection. 
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The Examiner asserts the following: 

The Ohsumi '428 patent teaches pyrazole-O-glycoside derivatives 
represented by formulas (1 A) and (1 B) for use as a diabetic 
medicine (abstract; column 1, lines 55-67; column 2, lines 1-14; 
claim 1). Exemplary compounds 1-16 are also shown (columns 31- 
35). Pharmaceutical compositions comprising '428 compounds 
inhibit the Na+-dependent glucose transporter (SGLT), which 
reduces renal glucose reabsorption at renal uriniferous tubules 
(column 1, lines 15-18 and lines 37-40). As a result, the level of 
blood sugar decreases. SGLT-1 and SGLT-2 are known 
membrane proteins which transport glucose. 



The Ohsumi '428 patent does not teach pyrazole-O-glycoside 
derivatives wherein the C-4 hydroxyl is substituted with a fluorine 
atom. 



Diez-Sampedro et al. teach the effects of varying the hydroxyl 
groups on the glucose ring and its recognition by the Nan- 
dependent glucose transporter (SGLT1 ). SGLT1 is highly selective 
for its natural substrates, D-glucose and D-galactose (abstract). 
Diez-Sampedro et al. individually substituted the different hydroxyl 
groups on the glucose ring with a hydrogen, fluorine or methyl 
group and studied the ability of SGLT1 in recognizing and binding 
the modified substrate (p. 49189, column 1, subsection 
"Compounds"; p 49189, column 2, full paragraphs 3-5). The only 
increase in the apparent affinity, compared with glucose, was found 
when the equatorial hydroxyl group in the fourth position was 
replaced with a fluorine atom (4F4DOglc) where the K0.5=0.07mM 
(p. 49189, column 2, fifth full paragraph). Since 4F4DOglc had a 
lower K0.5 compared with glucose (six times higher affinity), Diez- 
Sampedro et al. concluded that the hydrogen bond donation of the 
fourth position of glucose was detrimental to sugar binding 
(p.49192, column 1, third full paragraph). 



It would have been obvious to one of ordinary skill in the art at the 
time of the invention to combine the teachings of the Ohsumi '428 
patent, regarding pyrazole-O-glycoside derivatives that inhibit the 
Na+-dependent glucose transporter (SGLT) for use as a diabetic 
medicine, with the teachings of Diez-Sampedro et al., regarding the 
increased apparent affinity of 4F4DOglc by SGLT as compared with 
the native glucose substrate. One would have been motivated to 
combine the teachings in order to receive the expected benefit, as 
suggested by Diez-Sampedro et al., that SGLT has a higher 
apparent affinity for the glucose substrate when the 4-hydroxyl 
group is replaced with a fluorine atom. A medicinal chemist would 
view that a compound with an increased apparent affinity for a 
receptor, as in the situation described by Diez-Sampedro et al., can 
likely serve as an inhibitor of the substrate, and would thus have 
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been motivated to synthesize such a compound as inhibitors of 
SGLT can be used as a diabetic medicine. 



Thus, the claimed invention as a whole is prima facie obvious over 
the combined teachings of the prior art. 



Applicants respectfully disagree with this rejection. 



Oshumi et al. discloses certain SGLT inhibitors. Oshumi further discloses (column 1 , lines 
9-18) the following: 



Na + -dependent glucose transporter (SGLT) is a membrane protein 
which transports glucose, and SGLT-1 and SGLT-2 are known. 
SGLT-2 mainly expresses in renal uriferous tubules. Glucose that 
is filtered in glomeruli is reabsorbed at the renal uriferous tubules 
via SGLT, and the glucose taken is reused in the body through the 
bloodstream. When SGLT is inhibited, the amount of the glucose 
reabsorbed at renal uriniferous tubules lowers, and the glucose is 
discharged through urine. As a result, it is considered that the level 
of blood sugar decreases. 



Oshumi makes no disclosure regarding SGLT-1 and SGLT-2 differentiation. 



WO01/27128 (hereinafter, "Ellsworth et al.", cited on page 1, line 21, of the specification of 
the instant application) describes the SGLT2 transporter (page 2, line 11 to page 3, line 19) 
in some detail and states that "[inhibition of SGLT2 would be predicted to reduce plasma 
glucose levels via enhanced glucose excretion in diabetic patients" (page 3, lines 19-21). 



Ellsworth et al. then discloses the following on page 3, line 22 to page 5, 
line 3: 

SGLT1, another Na-dependent glucose cotransporter that is 60% 
identical to SGLT2 at the amino acid level, is expressed in the small 
intestine and in the more distal S3 segment of the renal proximal 
tubule. Despite their sequence similarities, human SGLT1 and 
SGLT2 are biochemically distinguishable. For SGLT1 , the molar 
ratio of Na + to glucose transported is 2:1 , whereas for SGLT2, the 
ratio is 1:1. The K m for Na + is 32 and 250-300 , for SGLT1 and 
SGLT2, respectively K m values for uptake of glucose and the 
nonmetabolizable glucose analog a-methyl-D-glucopyranoside 
(AMG) are similar for SGLT1 and SGLT2, i.e. 0.8 and 1 .6 mM 
(glucose) and 0.4 and 1 .6 mM (AMG) for SGLT1 and SGLT2 
transporters, respectively. However, the two transporters do vary in 
their substrate specificities for sugars such as galactose, which is a 
substrate for SGLT1 only. 

Administration of phlorizin, a specific inhibitor of SGLT activity, 
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provided proof of concept in vivo by promoting glucose excretion, 
lowering fasting and fed plasma glucose, and promoting glucose 
utilization without hypoglycemic side effects in several diabetic 
rodent models and in one canine diabetes model. No adverse 
effects on plasma ion balance, renal function or renal morphology 
have been observed as a consequence of phlorizin treatment for as 
long as two weeks. In addition, no hypoglycemic or other adverse 
effects have been observed when phlorizin is administered to 
normal animals, despite the presence of glycosuria. Administration 
of an inhibitor of renal SGLTs for a 6-month period (Tanabe 
Seiyaku) was reported to improve fasting and fed plasma glucose, 
improve insulin secretion and utilization in obese NIDDM rat 
models, and offset the development of nephropathy and 
neuropathy in the absence of hypoglycemic or renal side effects. 

Phlorizin itself is unattractive as an oral drug since it is a 
nonspecific SGLT1/SGLT2 inhibitor that is hydrolyzed in the gut to 
its aglycone phloretin, which is a potent inhibitor of facilitated 
glucose transport. Concurrent inhibition of facilitative glucose 
transporters (GLUTs) is undesirable since such inhibitors would be 
predicted to exacerbate peripheral insulin resistance as well as 
promote hypoglycemia in the CNS. Inhibition of SGLT1 could also 
have serious adverse consequences as is illustrated by the 
hereditary syndrome glucose/galactose malabsorption (GGM), in 
which mutations in the SGLT1 cotransporter result in impaired 
glucose uptake in the intestine, and life-threatening diarrhea and 
dehydration. The biochemical differences between SGLT2 and 
SGLT1 , as well as the degree of sequence divergence between 
them, allow for identification of selective SGLT2 inhibitors. 



Diez-Sampedro et al. teaches that 4-F-Deoxy-glucose has a strong affinity for the SGLT-1 
receptor (Table 1 , page 49190). 



Applicants respectfully disagree with the Examiner's assertion that "[a] medicinal chemist 
would view that a compound with an increased apparent affinity for a receptor, as in the 
situation described by Diez-Sampedro et al., can likely serve as an inhibitor of the 
substrate, and would thus have been motivated to synthesize such a compound as 
inhibitors of SGLT can be used as a diabetic medicine". On the contrary, Diez-Sampedro 
represents a "teaching away" inasmuch as it was known in the art (e.g. Ellsworth et al.) that 
inhibition of SGLT1 is undesireable due to predicted severe side effects. 

Applicants assert that the claimed invention is nonobvious over the combined teachings of 
the prior art. 
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In view of the arguments herein, Applicants respectfully request that the rejection of Claims 
1-7 be withdrawn. 



Respectfully submitted, 
/Barbara E. Kurys/ 



Barbara E. Kurys, Reg. No.: 34,650 
Attorney/Agent for Applicant 
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